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An idebenone-containing preparation for percutaneous administration which is effective in the prevention and treatment of dementia 
and is useful for efficiently and easily administering idebenone. 



AL 




F I 


AM 




FR 


AT 


* KJJT 


CA" 


AU 


a— * h?yr 


CB 


A2 




CD 


B A 




CE 


BB 




CH 


BE 




CM 


B F 




CN 


BC 




CW 


B J 




CR 


BR 




HR 


BY 


-<5yi — -> 


HU 


CA 




I D 


CF 




1 E 


CG 




I L 


CH 




I N 


C I 




1 S 


CM 




I T 


CN 


<PB 


J P 


cu 




KE 


cy 




KG 


cz 


= 


KP 


DE 




KR 


DK 




KZ 


EE 




LC 


ES 




L I 



LK 




s i 




LR 


V*<VT 


SK 


LS 


Y 


SL 




LT 


V YT-T 


SN 




LU 




S Z 




LV 


7 YttlT 


TD 




MC 




TG 




MD 




T J 




MG 




TM 




MK 




TR 








TT 




ML 




UA 




MN 




UC 




MR 




US 


3KI9 


MW 




uz 




MX 




VN 




NE 




YU 




NL 




zw 




NO 








NZ 








P L 








PT 


tfOv Y -fltv 






RO 








RU 


DVT 






SD 








SE 








SG 









WO 99/07355 



PCT/JP98/03576 



m ■ m m 

f^ffltJ:04flcrtTfl!f«&SnTli*fiHtK*a (ROS) SiSSU RO 

«fi5E*»«r * H J: 0 7;WW T-SUSi*j6fe^ Kffe«r * £#A 6 
*TTV>£ (Biochem. Biophys. Res. Commun. 125#, 1046-1052H, 1984^, J. 
Pharmacol. Exp. Ther. , 260#. 1132-1140H, 19894?) . 

#M¥3-8 1 2 1 8^&m (USP 5. 0 5 9. 6 2 7) 33«ktf#HJ¥7- 
6 1 9 2 3*&« (EP-A-6 2 9 4 0 0) Kite, 7JWW V-^^ 
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Ttt-ff^yxOfi^idmi A^£D 1 Bl:o*0;lmg-5 0 Omg 

5 0mg£il±©?Sffl*sa^-r«Ci:*«IB*$hT^*.3gH»Arch. Gerontol. 
Geriatr., 15#, 1992^ Sg249-259HIItt, 7^';/\^-SI$liHf 

4WIM -9 9 7 1 9^4i«Htt, AIM, fO^WckDtiii 

v * t) fc £> T d £ K o v» T ttfc ^ . 

^^¥1 - 2 7 9 8 1 8^«fc»4; <=f^J >Sr^WtTfeSe* 
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Lfc»*, **fiOTO»*fflfc«&!S:-*ttWt«I«>T»jftL/fctC5, left 

(1) t^ / /^^T^iS^M^imffll^^J, . 

(2) ^*^7;w^/WT-p«i^T^5iri2 (i) EttaSHH* 

io (3) JUittJWT**»E (1) £*®S«!l. 

(4) /ty^ffl|T?»*l»E .(1) E8©»8!K 

(5) x-^JT^^iuIB (1) EttOSWl 

(6) ittuL7H«ciiaa4r*imE (i) 

( 7 ) lain ES-S-TSiilB ( 1 ) E«©»SU 
15 (8) <x^/>©IB£*#M£M©i&0. l&V>Ltt2 0fifi%T&£M 

ib (i) e«©»»u 

(.1) E«©«3W, 

(10) -fx'V >©E£S#*?jq. 3fcHl48 5 0mg/cm 2 T&3iftIE 
20 (3) E«©JUiim 

(1 1) -fx^y >©SB^*«0. 4ftl>W&2 Omg/cm 2 TS?)HfllB 

(3) mmv&mi 

(12) ^f^y >©&-§-*« 0. 3&^W01 0 0 Omg/HTSSirE 
(1) IB^©M, 

25 ( 1 3 ) >f x^y >©&-§•*#& 1 U<J 5 0 0 m g S&IB ( 1 ) 
Ett©»a. 

(14) ^x^y>©S#S^2^ViL^2 0 Omg/lsIT*SME (1) 
E«©fi»J, 

(15) ^T^/^^ftMTOft^r^iJjWtL/Ta&tft^Tsm 
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, 'fT^;>tt. 6- (io-ki«n*'>T'>;w -2, 3-v* h^-S- 
^^U- l. 4-^>l/*y>©HR*T*0, 6-97223 4$ 
&0B6 2 - 3 1 3 4^«<ffK:BB«0^a<fc^«-e»*. 

-T-r^/>te, 0y&tf#H§HS5 1 - 1 2 8 9 3 2#, H06 3-2 6 443 6 
IH 5 6 - 7 7 3 4^, W\ 5 6 - 1.4 7 7 4 6 *f &$8fc EfcfEl&0j&fcfcSfc 

\m®Gmm t &mm aas- ess a ntz% o £*t. 

jgSfl (»*b<ttx^y-;u) , SSI (ff*U<tt*R (c 12 _ 22 ) »K«7^ 

ti oiiscwst^. ^©E'&mtti ofcv>u 2 u>. 
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5 

s#j afst<eK» (c 12 _ 22 ) mmmj)vu-)w ssn»*u<^x7 

±BE rjg^ijj ta, rftmj . r D --> 3 >^jj , ' r»jj , rigf^jj 

M7;m-;u (#J, x*/-;n?) < ^3£2~5©7;kfr>v*-;u (w, 
^u-tu>^) , £*»2~5©7;kfr>Hj:*-;w (#k 7'atri/>^u^ 

20 ±ib raiaojj \mmm rn— > 3 >sijj ic^ns 
;k ^u^->x5 l i/>OT7;ni-^x-x;u, #u^->x^u>7;^ 



WO 99/07355 



6 



PCT/JP98/03576 



jp7 u -jn-fik xvttisjij-uytvi/mmmw. yaypxvy- 

m#<<*>&ftWmm\ <7>DXy* L-62, L-64, F-68)& 
i:©^t>Wtl; 77V7A57'j;k2Jk7x-f h (SLS) HO 

*x7U;k7jm-Jk <^-)V7)Vn-jl, Orl^i )V7 )Vn- 

)vm) , ittteiixr^ (flu 5U7?>i<yyDejk mj (#7*u 
*^y>») ^u-fcUH^) » (#k ^iU">f>, #;k+7A 
□ 7. «:>syn'«x *y-m te£7^tfe>n, zn*>\t 

^£ns r^u-A^jj , ra— >>3 c^ns r?L^jj shakes 
sn, ffi*tto€^2ffiott# (flu 7Kfc«ktf5U*^>BHv:/ot:;WSf) 

(w, 7JM : >ltf-HJ7A, #'Jk'x;k7;m-;k «E**Kft7' 
;i^x£a$*;h» , (^j, ^-k^x #>x>> a^x if^^x 

^7^>, *^>, *Mt>, o-*Xhf>^A. hyfi> 

20 h#A, A, 7>7>. 775;k7x-hl£) , ^867^5- 

«7AT^*->9A, eS&TKfr'fifc. ^^-t^o-X, HkW7)\>u-)\, (Ms 

, KttBKKx^^jP 5'J*3 L >K'fV7 , nfcr;k HJ (£7'J 
;nft, a^u^so 7*u-feu KH) , ttm <w, *EUv^>, -fe*/-;k 

25 #iJ^yIfkVgftt7j/j|!i, ^;^7A'07, ^7->5 i yD^) . # 
WSitSiJ #U^->X^k>7JkH^>Jii«X7T;k *U^yI 
^k>V;i/t'h-JHIIte^X7sx;k ^'J^yXfkVJMx^fJK * 
U^^vX5 L k>SI57;k^-;kx— r;k #»J**->X^l/>7;k*JU7U 
-;kx-x;k #'Jt+yl?U>t7y«^ 7ou/7#'JT-»-r 
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*>&ftW%&m (JjlU-y? L-.62, L-64, F-6 8) ^t* 
C^t>tWfti ; 7x-r£A^U;U7JU7x-f h (SLS) t±H<D 

7P> (#J, 7l/*>l 1, 7W>1 2, 7l/t>l 1 3&(i:) , ft#7P 
£ t \z£ 0 tS^J £S!i6t & d<ht>Trcf<b. 

&o \z±mmpm \zm% £ n, @ra (c* # s mmm mm t> ©cd^t 

.Wl^rJI' (0>J, 1t7->5 7D7, ^7D7, ISO 7, SU7^>8KV 

7ne;K /^i/5^>^<v7Ptr;k hj (#7u;i/&/#7u>m) 

25 7K, "7£D3*— 77O3-J1/4 0 0, 7i7O^-jP6 0 0, V^P 

p*— ;n 000, -?7pp*-;h 500, t7pp*-;u4 000, v7pp*- 

;U6 0 0 03?) , mm&2~ 5 <D7 )\> (flj, 7*'J-b'J>^) , A 

*ft2~5©7;u*>Hj3j--;b (09, 7ptru->7*up-;k 1, 3-7? 

W>7*Uo-;Mf) , tfV\Z=.)V7)Vn-)V (PVA) , ^U77U;^ (P 
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8 

AA) , *M^yt-^'j7-, i§®7K14^Jii (0»J, Wkt?h\<D7ayi? 

#uv- &&<t¥ttm sp-5ioi) m) uaoimm 

\r¥®Mmzgtrnz£\,\ m r®%m<om\] <Dmm*<Dmsm\t, o~9 

10 tt. *#7/'j>, «»/i77-{>« ft£*wf£n, ^ne^$t^fc« 

15 »2~507M>y^ (#l> ^U-fe'J>*) tiiEtfimfbtl. ZLtl 
•-5. 

20 i4£4EiI«&i*SB«nrffi£Sn*. &ftMtLX\ts U>J3IK (#!l, Ws?> 

■7-fcux #Uh*x;k7;u:3-;k #utf-;nfou h>, #ux^>^u 
n-;k ^U-fe»J>llJ»&x*f\>k □ kT.xo-jk #-##-;k #;ktf 
*-»3MH:jI/o-7n, ^jktf+vx^kte^o-T., ->'j3>m 117 
25 (00, x*y-;k <iv7n£)V7)V3-)],m , ^Si&6~2 0O 

itte»i*;u3j5>K (R *.yo>K, #7"u>ik ^^u>^ 

fcitf-tottt, KSi»6~2 o©iikjji7;u3-;i/ (#fl, n-*2^;i/7;nj 
-;k n— fe3SH/7Jk3-;w) , r^2~2 o©iiK^7;m-;k>^ 
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• &6~2 oo)m^mtiM>mt(DJix^)^ $.ux^>^yyatf 
jvm s 0^2-2 o<Dmwm7)vn-jvtmm^2^5<D7)itiy^- 

■feUHff) > «*»2-5 07;i/*>^-^,(W. ^U-fe'J>«) . ftSft 

g# <0U N-^^UtfnU H>«?) . d-'J**X l-*>h-;k #@ 
ffittl (09, )|? U l/>VJl/t: ^ >MiXfJk ^ijt+yxf 

^->x5 1 i/>ra7;u3-;px-x;w, # u **->x3^>7;Mr;u7 u - 

io ;kx— r;k #Ut+yifl/>t7yiW, /D-^^UT-I^t 
>teJ*BBnSte*!l (7;UDXy£ L-62, L-64, F-68) 3teifO#-f 
:*>ttM»ttJB ; Vx^A^'JJlvUU^xl' h (SLS) UE<D^^r> 

ttMg^J) &<h>W£n, citie>ttmaii*fctt2a£Ji±#ffflLTt)«kvJ.- 

-fyyptf;k A^^->gms^x^;k A7t*>*ASl6W, 
20 7;n3-;k *9?>\ i-*>h-;i/fc£^fsn, cne»«*3fi 

^fctt2ltofflLTt,i^. g rraajj ©fiffll^OE^Stt, 0-2 0% 

±12 fftiiJ tUTtt, ^"J-fe'JX 7n£U>^U3-Jk £ 

7^y^ («. l-7*D"J>*f) fr&Wlf&n. ^tl5>«#ffl^fc«2 
25 @£U:#ELTfc«J:K BE rftflHflj ©«»+©E£*ttO~5 0K8*"T?* 
3. 

a>ft£#gtfen, ;in 2 toe ux^^. & r^j£i»ih 
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5 *JL£j&«"7?**. MI^D. <x^y U*JgaraS#, ft 

itfu =f-?», ffl&ti. M/i57>r>, 7/'j>, K»flliteK7;ni-ju (0>J> 

5»JX?>K» A;U5?->K, *x7U>B&. ^K>SI) , fiKKl^T 

7 'J )V7 *7 7 7 T V)Vu ij >«ff) . -> U □ >iftfc i*OfS14S^J ; , 7jc, 
T£D=f-;HS 7^pd'-jM0 0, T^nzf-;U6 0 0, T^azf- 
;n o o 0, T7Dzf-;H 5 0 0, •?2u3—)V4 000, 7^D^6 

20 ooof) ,"K*jR2~5©7;u*>^-;p-(w, ^y-t'j'.xf) , ^» 

2~5<Z>7;U#> HJ:*-;U (09, 7*0 tTU>^'J D-;k 1, 3-7*^k> 

^Uu-jus) , #ijb*-;i/7;m-;u (p va) , #U7£y;i/K (paa) . 

#;U#*->tf-;^iJV-, HHftTKttWflS (0U PVA£PAA©7*Py7#'jT- 
(«, ££«*±S SP-510® «80 fc£©7M4*5ff!l&£# 

OlE£*te> 0-9 9%iggT'^5. 
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;k ^7K^{b7;i/5^0A^;k ti>^>m) > ti&gfl (#K #-h*7>> 
#>xx a^>, i??^>, ^7^x ^^^-^->, *h-*x 

7i-hi) . ^&7;^X7AT7**v7A, gRMTK^K, ISJ|-fe^ 

i^^7;un-;i/ (09, ■fe^y-jk 7sx7U;k7;kp-;k ^x;i/ 
7;m-;k :*w;kTjk3-;Mg) , iSMte^x7.x;u (09, $ux5 1 > 
m-rv7 p Dtr;u, k»j (#7" u;i^, #7u>&) ^u-tu kid , mmm w* 

Xs-Visj-y. #U**->x^k>8!fl;kYv?a, #;k^7/\*D7, u-^S/S 
yoff) , #ffitta (09; ^u^vx^i/>y;ni^>iigMxxT-;k 

i7t;k ^>J^->x5 1 i/>ii5^7;ni-;kx— r;k #u^->x5 1 k> 
7JU+;k7U-;ux-^;k 7fru*^>x^u>fcT->Mg#, zfuy?# 

(7>PXy7 L-62, L-64, F-6 
8) fc£®#-f:*>tt5H5JSttJW : Vt^A^^U^?!^ h (SLS) 

si'o^>TOiti ft^we-nso 2 suu: 

MbTfei^o & r?utS9j ©TO^IE^te, 0-9 0%ggT&5. 
44£{E^2ii31im:E££nSJ&#T'&D, F9*J£, 'J >0t« (09. k->^ 

u>, 7-feu>. #u t*x;k7;m-;k #u tfx;ptrou h*>, tfux^k 
>7*'jp-;k ^Uiru>w^x7.x;k nkxfD-jK #-##-;k 
#;k#*v^;Hi;ka-7„ #;k**vx^;kt;ka-7,, *>U:n>M, 

»7Jkn-^ (09, x^y-;k <ivzfu\f.)\,7)V-3-)vm) , k?h&6- 
2 ocDlgte^;k^>^ (#), £7D>gL #7°U;uiL #7°U>&, 57'J 

>&. -5 /W5^>k, 7r7u>s. *k-r>&, 77^h> 

It*) ii^CS, KS5»6~2 0©fl|^7;Up-JU (09, n-:t??MU 
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7;k3-Jk n—t^)VT)Vu-)Vm) , ^2~2 0Mi7;^-;P 

i?*-)v (?*u-tu>^) tcDxxxJU (flu hj (*y»j;v^/^yu>^) 

5 ^U-fe'JK^) , ^&2~5 07Jk*J>v*->>U M* ^Uir'J>^) , 

^2~5©7;^>hu^--;u 7Dtfk>7*un-;Mg) , tra u H 
io ^u^vx5 1 i/>M7;ni-;kx— r;u, ^u^^x^i^t JWk7 

-f :*>tt#S?£ttg!j (7°;UDii^^ L-62, L-64, F-68)fc£© 
iM*> l &ftmft l &M ; Vx^A^UJi/TJ^x-T h (SLS) &<h*tfH 

15 ct^, ^ r;ii^®raii5^j ©§2!^jcf>(OE-&*«, o~8 o %*§^t;&3. 

±IB rKJBffjj tl/TH 0S*.fcf. £M 
■tt^>S?;k x^/-;k xxb$tf-hU7A, *M;^>lf;Hix7A, itu 

<v7ntf;k /^t^y^if^i^j^ /^^-^v^m^y^k 

20 7° ntr;k ?Mk 7xy-;k 

7;up-;k *7&, *7?>\ i-^>>-;u^<i:^frfe>n, ^in^«» 
^y u c«2si^±#fflbTfej:^. m fmmh <Dmw<DW.%w<z. o~2 o% 

±te r^s^jj ttTtt, haw:, 7*u-feu>, 7o£ k>7*up-;k ^ 

25 It, 75 /i! (#K 1-7pU>#) &£2>W£tl, Cin 2 
i^iiffllTfei^ £05^ #£L<te7Pfc?k>:?UP-;i/T;&5. 
I£ r«WJj CS^JtCE^Ki 0-5 o 5. 



WO 99/07355 



13 



PCT/JP98/03576 



±12 r%%tm tisT\$. wztt, 7>?v jmmmm w. 

*->X3MI/7£U U-K 7*U;UB^fc<.<b&2ffi©&S'&# (#K B* 
FtfcB PE-3 0 0^) f), X«M3J:tf£jfc:*A m. #'M77 
(PIB) , **7V>, #U^yI>, #IMV;7>>«) , #U 
tf'JSU^X *^U>-<V7k>-;^k>7D>y£#£& 
# (S I S) 7.5 1 l/>-7"i5'> ? X>-X^l/>7o«y^^a^ (SBS) 

I BchS I St*ffl*'&t>-&TffllriT'b«k<. Clft£>©gE-&J£«l : 1~1 : 

±12 raj##j tuxtt, s&sffls («, #ijifi/>, »Ktrx 
©iBfcwaHtBT*, fro. ^i»Pi$^<jf©ssT*-rx^y >^M$nx 

&v^£&aMl£U «JH©KD!M.*fT'5fcE, ^B&M&^OftH'CSltl 

±12© rftttlMraj <h LTte:, W*tf£ftR#yx3 t W>« (R MM 
&§3 Hipore^),^?LR#U7 , nKU>K(^.#>J7 , 7^5 : 'y^aK Duragard 

±12 ri,6#gij©^jj tbTtt, fi«7;i/3-;i/ x*y- 

I2£*te, 0^9 0Xg£T*5. 
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*uxxx;i/7w^A^i:OA*^+>^n?to^fTs e friz, *§e>nfcte£ 

7^;UAH|fi0#^5, (2) & e>^C 

)v^-^)WiE<omm^^x^-\zm^L. -^oj»snotfL^e», 

7!***Tftntf4*K:WIRtt^V^. «A«»lS!l^SftO»0'. 1-^6 OS 

»%, »*L<tt*?»o. i~^2 oafix, omm% 

fclAfcfiBO. 1~&2 0 Orag/cm 2 , »*U<fi#5 0. 3~*5 5 Omg/cm 
25 2 , $^f:^KTO0.4~l<)2 0mg/cm 2 T?S§ t 

vTSkttztfi* j&Kiztttzjiiry/uv-mm&m^tofemmtLT&s-T 
z>ms, ^T^y>tLxmo. 3~m o o omg/s, #£u<&$n~ 

$5 0 Omg/IsK $e>H$?£L<ttSKj2H$2 0 Omg/En?*'*. «40 
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mz. wittf i-7B«mia v fiF*L/<tti a iiaia:# (as*, 

BUS. aWRHfcLfcfc©*, *5BW©«3Wtra»»wW«?C*fcttl^WSS:*ViT . 

*f£w<Dnmz&K>> >»4-t©»ja*3&«ft&iR«R$n<&. *5ewc" 

20 /u£Jie>nftn. t?T. #fc93©8i!JWte. 7JkyA^7-IS*Sfi:i'OSi" 

25 tK u\)k c££k«&s-£T*;: 

&JMHflyfl&WTSfc«>. 3ftlt<bIliKHJ:*«JffI»*©^l»te*?a. &/£©€ 
fc©TOife*3!U Jfc«©«»£©TOJ&*JW, BJftlti&«3W. 8*a?fe*?PJ. ^ 
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\z&vz&mms*<Djtmm(»$&ttWi\z®m-tz> z. ttfutz. 
x * / > zmmt s \z -«w t e ^ £ nx v s s & □ \t&g&m 
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